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FPC CONSULTING

43 Emery Avenue, Flemington, New Jersey 08822
Telephone (908) 782-3431  Facsimile (908) 782-2445

433 g R 24 mp 1y

March 22, 1999

Dockets Management Branch
HFD-305, Room 1-23

Food and Drug Administration
12420 Parklawn Drive
Rockville, MD 20857

Dear Sirs:

Enclosed please find a suitability petition herewith submitted to the
Food & Drug Administration at the request of our client, Knoll AG.

Please contact me if you have any questions or comments.

Sincerely yours,

Donald P. Cox, Ph.D.
Partner

Q4aP.01% OPA

D.P. Cox Associates Pharmaconsult MDQA
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Knoll AG BASF Pharma Knoll

Knoll AG - Postfach 21 08 05 - 67008 Ludwigshafen. Germany

Dockets Management Branch 18" March 1999/yh
HFD-305, Room 1-23 _
Food and Drug Administration

12420 Parklawn Drive

Rockville, MD 20857

USA

Dear Sirs:

This letter authorizes FPC Consulting, Inc., 43 Emery Avenue, Flemington, NJ
08822 to submit on our behalf a petition requesting the filing of an abbreviated new
drug application for ibuprofen 200mg tablets.

As our Agent, FPC Consulting is also authorized to respond to any comments or
inquiries relating to this petition.

Very truly yours,

/”//7/:71(1 /( } . -
<
ppa. Dr. Biesalski i. V. Dr. Breitenbach

Knolistralle, 67061 Ludwigshaten - Telefon (06 21} 5 88-0 - Telefax {06 21) 5 89-28 96 - Telex 464823 kn d - Telegramme: Knoll Ludwigshafenrhein
Banken: Deutsche Bank AG, Ludwigshafen, Kto. 0136 796 (BLZ 545 700 94) - Postgiro Lugwigshaten, Kto. 151 671 (BLLZ 545 100 67)

Sitz der Geselischaft: Ludwigshafen/Rhein - Varsitzender des Aulsichtsrats: Eggert Voscherau - Vorstand: Thoref Spickschen, Vors.,

Harald Huhn, Erich Schiick, Peter Tonne, Dirk Wuppermann - Amtsgericht Ludwigshaten/Rhein, HRB 4300
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81505381

Knoll AG BASF Pharma

K20 AG - Prsifacn 21 23 13- 2TIC3 cugwegsrafen. Gerrany

Dockets Management Branch 17" March 1999/yh
HFD-305, Room 1-23

Food and Drug Administration

12420 Parklawn Drive

Rockville, MD 20857

CITIZEN PETITION

The undersigned submits this petition under section 505 (j)(2)(c) of the Federal
Food, Drug and Cosmetic Act and 21CFR314.55(d) to request the Commissioner of
the Food and Drug Administration to permit the filing of an ANDA for a drug that has
the same active ingredient as an approved drug (NDA No. 20402, approved April 20,
1995) but differs in dosage form.

A. ACTION REQUESTED

By this petition, Knoll AG requests that the Commissioner of the Food and Drug
Administration permit the filing of an Abbreviated New Drug Application for ibuprofen
200mg tablets. This drug product differs from the reference product, PROVEL®
Solubilized Ibuprofen Liquicore Capsules, (NDA No. 20402) which are solubi-
lized ibuprofen capsules, 200mg manufactured by R.P. Scherer and licensed to
Sandoz, in that the dosage form is a tablet. The referenced solubilized ibuprofen
product is currently marketed as ADVIL 200mg Liqui-Gels®, which are manufac-
tured by R.P. Scherer and distributed by Whitehall-Robins Healthcare.

B. STATEMENT OF GROUNDS

Request for listing ibuprofen 200mg tablets in the list of drug products suitable for
submission as an ANDA is based on the following justifications:

KrolistraRe, 67061 Ludwigshafen - Telefon (0621) 589-0 - Telefax (06 21) 5 89-28 96 - Telex 464823 kn d - Telegramme: Knoli Ludwigshafenrhein
Banken: Deutsche Bank AG, Ludwigshafen. Kio. 0136 796, (BLZ 545 700 94) - Postgiro Ludwigshafen, Kto. 151 671 (BLZ 545 100 67)

Sitz der Geselischaft: Ludwigshafen/Rhein - Vorsitzender des Aufsichtsrats: Gerhard R. Wolf - Varstand: Tharlef Spickschen, Vors.,

Erich Schiick, Peter Tonne, Dirk Wuppermann - Amtsgericht Ludwigshafen/Rhein. HRB 1252
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B.1. Comparison with the listed drug:

17th March 1999

The proposed ibuprofen 200mg tablets will be identical with the approved drug in all
applicable respects, excepting dosage form. For convenient reference, the principal
features of the listed drug and the proposed product are compared in the table be-

=

low:
Listed Drug Proposed Drug
Ibuprofen 200mg soft Ibuprofen 200mg
gelatin capsules tablets
1. Conditions of use Temporarily relieves Same
minor aches & pains
2. Active Ingredient Ibuprofen Same
3. Inactive Ingredients FD&C Green No. 3, Anhydrous Sodium
Gelatin, Polyethylene Carbonate, Povidone,
Glycol, Potassium Isomaltose,
Hydroxide, Purified Crospovidone, Colloidal
Water, Sorbitan, Sorbitol, Silicon Dioxide, Propyl
Titanium Oxide Gallate, Purified Water,
Film Coating Mixture
White 3
4. Strength 200mg Same
5. Dosage Form Soft Gelatin Capsule Tablet
6. Route of Administration Oral Oral
7. Labeling Active Ingredient, Uses, Same as the listed drug,
Warnings, Directions, except dosage form,
Inactive Ingredients, Inactive Ingredients and
Storage Conditions Storage Conditions
8. Storage Conditions Store at Room Store at Room

Temperature, but not
Above 40C

Temperature. But not
Above 60C

A copy of the listing from the Approved Drug Products and Legal Requirements, 19"
edition, for the discontinued drug product is attached (Appendix 1). Also attached are
a copy of the package insert labeling for the referenced drug products (Appendix II),
and a copy of the proposed product insert labeling (Appendix 1)

The proposed product would provide flexibility to the customer and a greater range
of storage conditions.

B.2. Supporting biocequivalence study
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A four-way bioequivalence study comparing the test product with three reference
products demonstrates substantial equivalence of all products tested. Graphic data
from a study report are included (Appendix 1V).

C. ENVIRONMENTAL IMPACT

Knoll AG believes the requested action is subject to categorical exclusion under
21CFR25.24(c)(1) and does not require preparation of an environmental assess-
ment.

D. ECONOMIC IMPACT

An analysis will be provided if requested by the Commissioner.

E. CERTIFICATION

The undersigned certifies that, to the best knowledge and belief of the undersigned,
this petition includes all information and views on which the petition relies, and that it
includes representative data and information known to the petitioner, which are un-
favorable to the petition.

Respectfully submitted,

U 3 LUW.JZMJJLm

Dr. Volwer Suhwenidermant

Or. J. Breitenbach
Diractor, Product ard Tach.
Cwvelcpment Fxtrusion

Groug Wica Presicent
Business Unit Extrusion
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Jiscontinued Drug Products (continued) 3
~
IBUPROFEN POTASSIUM IMIPRAMINE HYDROCHLORIDE (continued)
CAPSULE; ORAL TABLET; ORAL >
PROVEL PRAMINE 5
NOVARTIS 200MG N020402 001 _ ALRA 10MG NO83827 001 3
APR 20, 1995 25MG NO83827 002 g
SOMG ND83827 003 4
- PRESAMINE . : o
IDOXURIDINE RHONE POULENC RORER  25MQ NDI 1836 003 3
OINTMENT; OPHTHALMIC , I0MG NO11836 006 [ 5]
STOXIL SOMG . NO11836 007 v
SMITHKLINE BEECHAM  0.5% . NDIS868 001 ' g
SOlél_gg)l(?lE\UDROPS; OPHTHALMIC INDECAINIDE HYDROCHLORIDE g
. 71
SMITHKLINE BEECHAM  0.1% NO13934 001 TA?)‘éghF;‘mNDED RELEASE; ORAL €
I
LILLY EQ 50MG BASE NO19693 001 “y
IFOSFAMIDE DEC 29, 1989 L
INJECTABLE; INJECTION EQ 75MG BASE D"E"c!z?ﬂ gg; g
FEX . [
BRISTOL MYERS SQUIBB  IGM/VIAL NO19763 001 + _ EQ 100MG BASE N.‘g?”‘ "O; 2
DEC 30, 1988 A DEC 29. 198 £
IGM/VIAL NOI9763 002 g
DEC 30, 1988 INDOCYANINE GREEN _g’
INJECTABLE; INJECTION g,
IMIPRAMINE HYDROCHLORIDE CARDIO-GREEN §_
TABLET; ORAL AKORN 10MG/VIAL NO11525 003 g
IMIPRAMINE HCL 40MG/VIAL . NOLI525 004 3
CHELSEA LABS 10MG NO85875 D01 NS
;‘S’mg ng:z:;g %: INDOMETHACIN 5
CIRCA 25MG NO84252 002 CA‘::B(‘)‘SE?'?:C';N ‘ £
LoMa NO83220 001 BARR 25MG NO70067 001 S
SOMG ND85221 00{ o !
EON 25MG NO84B69 002 4 OCT 03, 8'9 6
SOMG NOB5133 001 S0MG N°7‘:)°J° l%{"
10MG NOBS200 001 ocT 03,
LEDERLE 25MG NOB6267 (0} CHELSEA LABS 25MG r::nsmo ogl
50MG ND86268 001 L ok ‘
10MG NO86269 00t 0MG ";’C P ws: ‘
ROSEMONT 25MG NO87776 001 SOMG N7 1635 oo }
FEB 10, 1982
: MAY I8, (987
VANGARD 25MG NOB7619 004 : .
FEB 09, 1982 CIRCA 25MG r:}tgoLaA‘gg;
30MG NOE7631 001 SOMG ANo70271i5 001
04, 198
10MG Jr:(;sma oof AUG 20, 1986
NOV 03, 1982 DURAMED 25MG N070326 061
WEST WARD 25MG N0B8222 00§ . s %Co;o'sﬂi;&ﬁ
MAY 26, 1983 MG Rairddon
SoMa N088223 001 HALSEY 50MG NO70635 001
MAY 26, 1983 JUN 03, 1987
JANIMINE 25MG NO70782 001
ABBOTT 10MG N017895 001 oz o
25MG NO7895 002 )
SOMG NOI7895 003

415

Products feontinied)

Miconntinued Droy
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| 40 Liquicore™ Capsules 200 mg

emam ety

[FIROVIEL

WARHING: ASHRIN SEKSITIVE PATIENTS. Oa nat
take thiz prodict i you hovs kad 2 severe aliergic
rsaction to 362irin, 2.9.- acthma, swalling, thack
ar hivet, becsuse even though thiz product
cantalns ng wsplis oc saficpates, oos-reacfiom
may occur in patients allerpio to azgirfn,

Indlcations: For the temporary reliet of pain
associdied with headache, losthache, muscular
aches, backache, for the minor pain of arthetis,
for the pain of menstrual cramps, for minor aches
and pins associzied with the common cold, and
for teduction of fever,

Directions: Adults: 1ake 1 Liquicore capsuls
every 4 to 6 hours while symptoms persist i pain
of fever g6 not respund to 1 LUquicore cepsule, 2
ranslies mey be used. but de not exceed 6
capsules m 24 houcs, uniges direcied by a doctor.
he smalest effective dose should be used. Take
with togy or mik if naasional and mid heartbum,
upset stomach, or stomach patr occurs with use.
Consult a doctor it thess symploms are rore than
oilio ar il they persist. Chitdean: Do not Qf've

L:quicare'“ Capsu/es 200 mg

PAIN RELIEVER

this product to children under 12 axcept under ARE UNUSUAL OR SEEM UNRELATED TQ THE
the advice and supervision of 3 doctor, CONDITION FOR WHICH YOU TOOK 1BUPROFEN,
Activa fngredicat: Each Provel capsule cantaing CONSULT A OQCTOR BEFORE TAKING ANY
Ibuprofen equivalent 1o 200 mq 1bisproten usH. MORE OF IT. Nl}]ouqh “)UDTQ{M i$ m(ﬁC:ﬂgd
. . for the same conditions as &splin and acetamin-
Inactive Ingredienis: Gelatin, Gresn No. 3. ophen, i thoutd not be taken willi these except
Polyethyiene Glycal, Potazsium Hydm_xsde‘ under 3 doctac's directlon. Do not  combina This
Purffied Water. Sortilel, and othar Inprdients.  proguct with any ather ibuprofen containing
WARNINGE: Oo not take far pain for more than  product. As with any drug, # you are pregnant or
10 days or for faver tor more than 3 days valess  nursing & baby, seek the edwice of a bealth
directed by a doclor. It pain ar fever persists o professional before using this product. 1T (S
gets warse, it new symptoms ocowr or ff the ESPECIALLY IMPORTANT NOT -TOD USE
painful areg tx red or swolleq, consut! 2 doctor. 1BUPRGEEN DURING THE LAST 3 MONTHS OF
These could b signs of serious iflness. M you are PREGNANCY UNLESS SPECIFICALY DIRECIED
under a doctar's cars far any sericus condition, 0 DO SO BY A UOCTOR BECAUSE [T MAY
consult a doctor betore faking this product. As CAUSE PROBLEMS [N THE UNBORN CHILD OR
with aspicln or acetaminophen, if you have sny  COMPLICATIONS DURING DELIVERY, Keep this
conddion which requires you 1g 1ake prescription and afl drugs owt of {he reach of chidren
drugs or if you have had any problems or serious 0 a8 of accidentsl overgose, seek professonal
side cHewrs tram taking aay non-prescription assistanca or cuntact a poison coatrol canter
pait reliever, do aof take 1his product immediataty.
withou ficst discussing I with your doctnr. Stare at contralied room tempsarature,
IF YOU EXPERIENCE ANY SYMPTOMS WHICH 15 30°C (58°-86* F)




(Continued From Front)

Advil

SOLUBILIZED IBUPROFEN CAPSULES, 200 myg

il

Warnings: (continued)

As wilh any drug, if you are pre i
rug, pregnant or pursing a bab i
i&%a}tthr(i}gsésn&nS:) 3‘6‘?@% u[s);ll;]gl :qh(i;s product. ng lg Eqsgtgfﬁtllﬁlsl(l"\gﬁeT;\)l‘ﬁ
THE LAST 3 MONTHS OF
UNLESS SPECIFICALLY DIRECTED TO DO SO LUSE 1 May
CAUSE PROBL ‘ BY A DOCTOR BECAUSE IT MAY
DELIVERT, EMS IN THE UNBORN CHILD OR COMPLICATIONS DURING
Keep out of the reach of children. In case of acci [
gssmtance or conlact a poison conlrol cerjlg?(;;gﬁ??\}vg;erdose' seek professional
ireclions: '

Adults:

1. Take 1 capsule every 4 to 6 hours whil persi
) e symploms persist,
2. If pain or fever does not respond lo 1 capsule, 2 ‘():apsules may be used

but do not exceed 6 capsules in 24 | [
3. The smallest effective dose should beutlj‘s‘:zif. unless direcled by a daclor.

Children; Do not give to children under 12 unless directed by a doclor,

Inactive Ingredients: FD&C Green N i
/ nls: FD& 0. 3, Gelatin
Potassium Hydroxide, Puritied Water, Sorbitan, Sorl)il(lJl', Tr;alr\:i%‘l?lyl(;})?i?lbmyco"

Store at room temperature 59-86°F ( 15-30°C). Avoid excessive heat 104°F (40°C).

(' If You Have Any Questions Or Comments,
1 Please Call 1-800-88-ADVIL

Dist. by: WHITEHALL-RODINS
Madison, NJ 07940 Made in UHSE::L THEARE
©1998 WHITEHALL-ROBINS HEALTHCARE
U.S. Patent Nos. 5,071,643

5,360,615 .
By arrangement with R.P. Scherer Corp.

Liqui-Gels” is a trademark of
P R. P. Scherer Corp,

il

Il

CONSUMER LABELING LEAFLET FOR ADVIL LIQUI-GELS®

&Read all product information before using.
Keep leaflet for important information.

Advil

SOLUBILIZED IBUPROFEN CAPSULES, 200 mg

Active Ingredient Purpase:
(in each green oblong capsule): Pain Reliever/Fever Reducer

Solubilized ibuprofen equal o 200 mg ibuprofen
(present as the free acid and potassium salt)

Uses: Temporarily relieves minor aches and pains associated with:

« Common Cold * Backache

= Headache « Minor Pain of Arthritis
» Toothache » Menstrual Cramps

« Muscular Aches

Temporarily reduces fever

Warnings:

Aflergy Alert: if, after taking a pain reliever or fever reducer, you

have ever had:

« Hives < Facial Swelling +Asthma = Shock

Do not take Advil. You may have a serious reaction.

Alcohol Warning: Hf you generally consume 3 or more alcohol-

containing drinks a day, you should consult your physician for

advice on when and how you should take Advil Liqui-Gels®

or other pain relievers.

0a Not Use:

« With any other pain reliever/fever reducer

« With any other product containing ibuprofen

« For more than 3 days for fever

« For more than 10 days for pain

Ask a Doctor Before Use If:

« The painful area is red or swollen

» You take other drugs on a regular basis . .

« You are under a doctor's care for any continuing medical
condition

« You have had problems or side effects with any pain reliever/
fever reducer

Stop Using This Product and Ask a Doctor If:

+ Symptoms continue or worsen

« Stomach pain occurs with use of this product

« Any new or unexpected symptoms occur

(Warnings continued on back)

(il
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JbNSUMER LABELING LEAFLET FOR TRADEMARK®

Read alt product information before using
Keep leaflet for important information.

TRADEMARK®

SOLUBILIZED IBUPROFEN TABLETS, 200 mg

Active Ingredient Purpose:

(in each white oblong tablet): Pain Reliever/Fever Reducer
Solubilized ibuprofen equal to 200 mg ibuprofen

(present a the free acid and sodium sal)

Uses: Temporarily relieves minor aches and pains associated with:
¢ Common Cold * Backache

® Headache ® Minor Pain of Arthritis
*® Toothache *® Menstrual Cramps
® Muscular Aches
Temporarily reduces fever
Wamings:

Allergy Alert: if, after taking a pain reliever or fever reducer, you have ever
had:
® Hives  ® Facial Swelling  ® Asthma  ® Shock
Do not take TRADEMARK® . You may have a serious reaction.
Alcohol Waming: If you generally consume 3 or more alcohol-containing
drinks a day, you should consult your physician for
advice on when and how you should take TRADEMARK® or other pain
relievers.
Do Not Use:
* With any other pain reliever/fever reducer
* With any other product containing ibuprofen
*® For more than 3 days for fever
* For more than 10 days for pain
Ask a Doctor Before Use If:
® You are on a sodium-restricted diet
¢ The painful area is red or swollen
® You take drugs on a regular basis
® You are under a doctor’s care for any continuing medical

condition
* You have had probltems or side effects with any pain reliever/

fever reducer
Stop Using This Product and Ask a Doctor if:
® Symptoms continue or worsen
¢ Stomach pain occurs with sue of this product
® Any new or unexpected symptoms occur

(Wamings continued on back)

(Continued from Front) d

TRADEMARK®

SOLUBILIZED IBUPROFEN TABLETS, 200 mg

Warnings: (continued)

As with any drug, if you are pregnant or nursing a baby, seek the advice of
a health professional before using this product. IT IS ESPECIALLY
IMPORTANT NOT TO USE IBUPROFEN DURING THE LAST 3 MONTHS
OF PREGNANCY UNLESS SPECIFICALLY DIRECTED TO DO SO BY A
DOCTOR BECAUSE [T MAY CAUSE PROBLEMS IN THE UNBORN
CHILD OR COMPLICATIONS DURING DELIVERY.

Keep our of the reach of children. In case of accidental overdose, seek
professional assistance or contact a poison control center right away.

Directions:

Adults:

1. Take 1 tablet every 4 to 6 hours while symptoms persist.

2. If pain or fever does not respond to 1 tablet, 2 tablets may be used,
but do not exceed 6 tablets in 24 hours, unless directed by a doctor.

3. The smallest effective dose should be used.

Children: Do not give to children under 12 unless directed by a doctor.

Inactive Ingredients: Anhydrous sodium carbonate,
povidone, isomalt, crospovidone, silicon dioxide,
propylgallate, sodium stearyl fumarate, purified water.

Store at room temperature 59-86°F(15-30°C).

®If You Have Any Questions Or Comments
Please Call 1-800-)X0XX-XXXX

RXOXXROOKHKXXKKXX
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0 2 4 6 8 10 12 14 Time (h]

—{J}— bl: Ibuprofen 200 mg-E-Filmtablette (Form DCl) (test)

«++0O-++ b2: Motrin (R) (ibuprofen) Suspension 100 mg/5 mL (reference 1)

— o=~ b3: Advil (R) Liqui-Gels (R) 200 mg (ibuprofen) capsules (reference 2)
- A— bd: Dolormin (R) Filmtabletten (reference 3)

Figure 1
Synoptic plot of geometric mean concentrations of ibuprofen [mg/L] vs time [h] (N=24).

Geometric mean not calculated if less than 1/2 of the individual concentrations are >= 0.22.
Leading not calculated geometric means set to 0. Concentrations < 0.22 calculated as 0.11l.
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[mg/L}

|“=‘ v T T Y T ¥ T T Y T v T
0.0 0.5 1.0 1.5 2.0 2.5 3.0 Time [h]
—{3— bl: Ibuprofen 200 mg-E-Filmtablette (Form DCl) (test)
««-Q+++ b2: Motrin (R) {(ibuprofen) Suspension 100 mg/5 mL (reference 1)
— O~ b3: Advil (R) Liqui-Gels (R) 200 mg (ibuprofen) capsules (reference 2)
- A— bd4: Dolormin (R) Filmtabletten (reference 3)
Figure 2

Synoptic plot of geometric mean concentrations of ibuprofen [mg/L] vs time [h] (0-3 h, N=24).
Geometric mean not calculated if less than 1/2 of the individual concentrations are >= (.22,
Leading not calculated geometric means set to 0. Concentrations < 0.22 calculated as 0.11.
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